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Abstract
Obesity is the outcome of an extreme difference between the energy intake and the energy 
expended, which leads to severe weight gain. The two main factors of obesity are environ-
mental influences and genetics, but the extent of the genetic contribution to obesity con-
tinues to be unknown. Multiple studies using different tools have been used to support the 
significance of the genetic influence on obesity, such as twin and adoption studies, race/eth-
nicity, and mouse models. The use of mouse models has allowed for the greatest expansion 
of knowledge on the genetics behind obesity, and advancements continue to be made to this 
tool. There are many possibilities on how genetic variations could affect the development of 
obesity including eating behavior, metabolism and digestion, energy intake, and adiposity. 
The various tools that have been used in studies on obesity and the vast number of factors 
that are dictated by genes prove that the influence of genetics on obesity is substantial.
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Introduction
Obesity is commonly identified as the result of a difference between the amount 
of energy that is taken in and the amount of energy that is used, where substantially 
more energy is taken in than is being spent [1,2]. The prevalence of this disease is 
increasing at a high rate that it is considered an epidemic [2]. The estimated percent-
age of obesity in adults was 33% in 2010, and has been increasing over the past few 
years [2]. Additionally, obesity can lead to many other health complications such as 
diabetes and cardiovascular disease [3]. Due to these reasons, studies surrounding 
obesity have increased in order to expand treatment options and to find ways to 
detect the disease earlier on in life. Since past data has proved that environmen-
tal factors have a large influence on the prevalence of obesity, recent studies have 
turned to evaluating the influence of biology, more specifically, genetics, on the de-
velopment of obesity. Certain studies have already identified almost 30 variants in 
genes that are involved in energy regulation that could lead to obesity [4]. These 
studies have since proved that life style choices are a huge contribution to obesity, 
but genetics is also a significant contribution to its development [2].
In this article, studies that provide evidence for the genetic contribution to obesi-
ty will be reviewed, and the effect genetics has on the various factors leading to obe-
sity, such as eating behavior, metabolism and digestion, energy intake, and adipos-
ity, will be analyzed. Understanding the way genetics contributes to obesity could 
lead to an improvement in treatments for obesity and aid health professionals in 
predicting a patient’s vulnerability to the disease.
Categories of Genetic Etiology in Obesity
There are three forms of obesity that are identified based on the genetic etiology 
of obesity: Monogenic, syndromic, and polygenic obesity [2].
Monogenic obesity is caused by a single gene mutation [5]. As it will be ex-
plained later, monogenic obesity will cause the function of the hypothalamus or the 
leptin-melanocortin pathway to be lost [6]. For example, a mutation in the leptin 
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receptor is a common result of monogenic obesity. Leptin is a hormone that is in-
volved in the magnitude of food intake, thus a mutation in the leptin receptor will 
cause the hormone to not be able to carry out its function, leading to an increase in 
food consumption [3,7].
Syndromic obesity is described as obesity that is paired with a rare syndrome 
that can have characteristics such as delays in mental processing and internal organ 
irregularities [8]. A common example of a disorder that causes syndromic obesity is 
Prader-Willi syndrome, which is due the functional loss of chromosome 15, resulting 
in cognitive issues and a development of an appetite that is greater than average 
[8,9]. The loss of function in chromosome 15 could be caused by various genetic 
mistakes, the two main reasons being the complete deletion of the chromosome, 
and uniparental disomy [9].
Polygenic obesity is the result of small mutations of multiple genes [5,10]. Over 
200 genetic mutations that are involved in various functions, such as digestion, mul-
tiplication of adipocytes, and metabolism, have been discovered to precede poly-
genic obesity [11]. A certain gene alone will not have a large effect on expressing 
the obesity characteristic, but the expression of a large group of genes related to 
obesity could have a significant effect on weight gain [10]. Additionally, the chance 
of developing obesity is increased when these genes that promote weight gain are 
paired with environmental influences that also promote obesity. The environmental 
factors combined with genetic variations can lead to adipose tissue agglomeration 
and insatiability, culminating in obesity [12]. Polygenic obesity is considered more 
common than the other two categories of obesity since it is based on the relation-
ship between the environment and genetics [6].
Evidence of the Influence of Genetics on Obesity
Polymorphisms
Many studies have provided evidence of the significant contribution that genetics 
makes to the development of obesity in many different ways. A conclusion that was 
made through multiple studies is that between extreme cases of obesity and mod-
erate cases of obesity, genetics plays a larger role in more extreme cases of obesity 
[13]. One study by Tang, et al. analyzed the strength of the association between 
certain genes and the development of obesity. This study found that certain forms 
of two of the genes, known as SH2B1 rs7498665 and FAIM rs7138803, that were 
analyzed resulted in a similar increased susceptibility to obesity in people [14]. This 
study proved that certain genes have an important role in the development of obesi-
ty since certain forms of those genes resulted in obesity in multiple people.
Twin and adoption studies
Twin and adoption studies are very important tools for providing evidence of the 
role of genetics. These forms of studies have provided evidence that about 40% to 
70% of differences in the BMI (body mass index) is due to the contribution of genet-
ics [3]. This demonstrates that the same polymorphism of a certain gene could be 
found being shared within families that have obesity.
Monozygotic twins share the same DNA while dizygotic twins share approximate-
ly 50% of their genes. A study by Naukkarinen, et al. showed that the correlation in 
BMI between two monozygotic twins that were exposed to different environments 
was about 0.79 [15]. This high correlation proves that the twins’ genetics caused 
them to have very similar body weight regulation processes despite the fact that 
they had different environmental influences. Another study that supported the sig-
nificant influence of genetics on obesity concluded through research that identical 
twins that have obese parents have a greater chance of becoming obese than iden-
tical twins of parents that are not obese [16].
Adoption studies have also been helpful in proving that those that were adopt-
ed shared a similar BMI as adults to their biological parents than they did to their 
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adopting parents [16]. Through the use of twin/adoption studies, the results proved 
that 25% to 40% of differences in adiposity between individuals is due to inheritance 
[16]. These studies show how much influence that genetics has on the regulation 
of body weight. Additionally, they suggest that genetic factors may have a stronger 
influence than environmental factors at times, since correlations in BMI between 
the adopted child and their biological parents are much stronger than that of the 
adopting parents and that child. It was also concluded that common environmental 
factors have an effect on BMI only during a portion of one’s life, while genetic factors 
have a strong effect from childhood through adulthood [17].
Race and ethnicity
Using studies based on race and ethnicity to analyze genetic influence on obesity 
is not as popular since the genetic influence is harder to separate from the environ-
mental influence, but studies have shown that the frequency of obesity in certain 
racial/ethnic populations are greater than in others. For example, studies performed 
in India show that there is a high frequency of genes that are associated with in-
creased adipose tissue and poor metabolism [18].
The idea of a genotype that is referred to as a “thrifty genotype” is also stud-
ied based on race/ethnicity. This genotype allows for the buildup of adipose tissue, 
which would be beneficial for an environment that lacks food resources, but it would 
be harmful to an environment that may have many sources [16]. This genotype is 
more likely to be shared by racial and ethnic groups that have historically lived in 
environments with limited sources of food, and through natural selection and evolu-
tion, has developed to allow increased energy storage [19].
Mouse models
Mouse models have been a huge contribution to the study of genetics related 
to obesity. They are continued to be used and their advancements have allowed 
a better look into the genetics behind obesity in greater focus. Mouse models are 
advantageous tools due to their low cost and level of difficulty to use. Additionally, 
they provide researchers with strains of genes that are specifically defined, allowing 
them to be easily manipulated for more accurate evaluation, and environmental 
factors are easily controlled in order to understand the full effect of the genetic 
factors [20]. Mouse models were used to detect specific genes that had a large im-
pact on the development of obesity, such as Wang, et al. who studied the relation-
ship between the gene CYP2A6 and class I obesity [21]. Advancements have also 
allowed genetically engineered mice to be used to find many other genes that play 
a role in the obesity phenotype [22]. In the study by Kleinert, et al. certain mouse 
strains like the C57BL/6J strain is used to study diet-induced obesity in humans. The 
study also found strains like SWR/J that are not as vulnerable to obesity, which were 
used as models to study resistance to obesity [23]. Studies using mouse models also 
discovered that certain genes cannot work alone to develop the common obesity 
phenotype. Thus, it was concluded that monogenic obesity is considered rarer than 
polygenic obesity [22].
The mouse models were a step to understanding the impact of genes affecting the 
leptin-melanocortin pathway in humans. One such study by Couturier, et al. discov-
ered that ablating the protein involved in the leptin receptor gene, OB-RGPR, causes 
the prevention of diet-induced obesity from forming [24]. Additionally, mouse mod-
els helped to give more insight into the mutations that caused syndromic obesity, 
such as the tub gene mutation. The tub gene mutation caused a gradual development 
of obesity that was also paired with retinal issues and the loss of hearing [25].
The Effect of Genetics of Different Factors Related to Obesity
Genetics in behavior
There are many aspects of behavior that genetics have some form of control 
over, such as the type of foods consumed, addiction, and the control of appetite. 
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One study showed that there is a genetic factor in whether or not one prefers certain 
foods. This was proved by using mouse models, where the preference for a certain 
food item was able to be bred into the test subjects [26]. The genes of humans’ 
cause variations in taste as well, which cause differences in food preferences [26]. 
Thus, genes that promote a preference for sweet foods and foods that are high in 
carbohydrates are more likely to cause the development of obesity than genes that 
promote healthier food preferences.
It is found that through rewarding parts of the brain - obesity may develop due 
to addiction to food. Studies show that there exists a mutation of the gene, DRD2, 
that causes dopamine to not function properly which could lead to addictive be-
haviors, such as food binging [27]. This gene leads to an addiction to food, which 
will eventually result in weight gain/obesity. The DRD2 gene could additionally be 
paired with genes that control one’s appetite. Variations in the genes that play a part 
in the leptin-melanocortin pathway can lead to increased appetite, thus leading to 
the development of obesity. One study that was performed on students found that 
genes that are linked to appetite control, such as the LEP-R and MC4R genes, have 
a high correlation between the expressing of those genotypes and the development 
of obesity [27,28].
Genetics in metabolism and digestion
The rate of metabolism and digestion is also a factor that is partly dictated by 
genes. The metabolic rate is defined as the rate at which energy is expended, thus 
resting metabolic rate refers to the energy that is released during the continuation 
of normal functioning of the body. The determination of the resting metabolic rate 
is partly based on genetics and there is relationship between this rate and weight 
gain [29]. Studies have also shown that the prevalence of metabolic disorders have 
increased throughout the years due to decreased natural selection since populations 
have advanced in terms of prosperity. These metabolic disorders can have an effect 
on the amount of adipose tissue that is produced, which leads to obesity [30]. Ad-
ditionally, genes that are involved in the functioning of the liver showed variations 
in the main metabolic pathways, which could lead to the promotion of obesity. A 
study by Yang X, et al. evaluated nine genes that were hypothesized to cause obesity 
in the mouse models, and the result showed that eight of the genes lead to the de-
velopment of obesity in the mice [31]. The function of the gut microbiota involved 
in digestion is partly based on genetics as well. Studies have shown that the gut mi-
crobiota of monozygotic twins are more similar than that of dizygotic twins, which 
supports the idea of genetics involved in this factor [32]. A study by Lu, et al. investi-
gated the gene TLR4 and found that when this particular gene is expressed, it causes 
a metabolic syndrome and determines the function of gut microbiota [33].
Genetics in energy intake and release of energy
The total consumption of calories was found to have a genetic influence because 
when studies were done on monozygotic twins, the intake of calories was very sim-
ilar to each other. The association between the monozygotic twins and the total 
amount of calories consumed was 0.80, which suggests a very strong relation [34]. 
Additionally, mutations in genes that function in metabolizing adipocytes leads to 
decreased activity, causing lipids to collect in adipose tissue [28]. Increased uptake 
of energy and decreased release of energy leads to a net positive amount of energy 
being taken in, which causes weight gain.
As mentioned earlier, leptin is a hormone that is involved in food consumption. 
This hormone is released in response to increased adiposity by decreasing appetite 
[35]. Mutations in the leptin receptor could cause the leptin hormone to not carry 
out its function, which causes energy intake to not decrease. Studies provide evi-
dence that there are mutations occurring in the receptors of the leptin-melanocortin 
pathway, such as the mutation of melanocortin 4 receptor, which is predominantly 
found in obese individuals [36]. Mutations in parts of this important pathway is one 
of the main causes of the imbalance between energy intake and energy used. Due 
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to the influence that the malanocrotin-4 receptor has on energy homeostasis, it is 
vulnerable to different practices that are being studied for the cure of obesity in 
individuals [37].
Genetics in adiposity
The proper functioning of fat cells, adipocytes, is a huge contributor to obesity, 
and variations in genes could affect the magnitude of the accumulation of adipose 
tissue in humans. One study found that a receptor that is key player in carrying out 
the function of the formation of adipose tissue, peroxisome proliferator-activated 
receptor, when mutated, has a positive correlation to the development of obesity 
[36,38]. There will be a rushing in the differentiation of pre-adipocytes to adipocytes, 
which leads to weight gain [19]. The function of the variation of this gene causes ab-
dominal obesity, which is a huge promoter of cardiovascular disease.
A study by Lorenzo, et al. proved the role of genetics in adiposity when an ankyrin-B 
(AnkB) deficiency in adipose tissue leads to cell-autonomous adiposity [39]. The adi-
pose tissue that lacks AnkB contains a buildup of lipid and spiked glucose absorption.
Discussion and Conclusion
The study of the various influences on obesity is very important because genetics 
was determined to be a greater contribution to the development of obesity than it 
was initially believed to be.
The tools being used to study the genetic contribution in obesity and researching 
the factors of obesity that are influenced by mutations in genes has provided a sig-
nificant amount of evidence that genetics plays a large role in the development of 
obesity. Mouse models are the most advanced tools for identifying the genes that 
cause obesity if mutated, along with the magnitude of the influence of those genes. 
These models continue to be advanced in order expand the research regarding ge-
netic influence on obesity. Of the possible studies that can be used to study the 
genetic influences, mouse models are the most efficient in terms of cost and use. 
Environmental factors have a significant impact on obesity when paired with genetic 
mutations, but there is also monogenic obesity, which does not need to be paired 
with environmental factors in order to express the obesity phenotype. The various 
tools that have been used in studies on obesity and the vast number of factors that 
are dictated by genes are used to conclude that the influence of genetics on obesity 
is substantial. There are multiple solutions to treat and avoid the environmental fac-
tors of obesity, but the study of the genetic influence will allow advancements in the 
treatments and the prevention of genetically promoted obesity. For example, one 
treatment for the mutations in leptin receptors are being developed. A mutation in a 
certain gene that causes a leptin hormone deficiency is being treated with “recombi-
nant-methionyl human leptin”, which allowed some weight loss [16].
Further research could be performed to find advancements in the treatment for 
genetically promoted obesity and ways to avoid its prevalence.
References
1. albuquerque D, Stice e, rodríguez-lópez r, Manco l, nóbrega c. current review of ge-
netics of human obesity: from molecular mechanisms to an evolutionary perspective. Mol 
Genet Genomics 2015;290:1191-221.
2. Herrera BM, lindgren cM. The Genetics of Obesity. curr Diab rep 2010;10:498-505.
3. Shuldiner ar, Munir KM. Genetics of obesity: More complicated than initially thought. lipids 
2003;38:97-101.
4. Ghosh S, Bouchard c. convergence between biological, behavioural and genetic determi-
nants of obesity. nat rev Genet 2017;721-48.
5. ichihara S, Yamada Y. Genetic factors for human obesity. cell Mol life Sci 2007;65:1086-98.
6. Fonseca acPD, Mastronardi c, Johar a, arcos-Burgos M, Paz-Filho G. Genetics of non-syn-
dromic childhood obesity and the use of high-throughput Dna sequencing technologies. J 
Diabetes complications 2017;31:1549-61.
Volume 1 | Issue 2
SCIOL Genet Sci 2018;1:49-55
Copyright: © 2018
The Author(s).
PEN ACCESS
Original articleiSSn: 2631-407X |
• Page 54 of 55 •
7. clément K. Symposium on ‘Genes, behaviour and environment’ Genetics of human obesity. 
Proceedings of the nutrition Society 2005;64:133-42.
8. campbell lV. Genetics of obesity. The royal australian college of General Practitioners 
2017;46:456-9.
9. Khan MJ, Gerasimidis K, edwards ca, Shaikh MG. Mechanisms of obesity in Prader-Willi 
syndrome. Pediatr Obes 2018;13:3-13.
10. Hinney a, Vogel ciG, Hebebrand J. From monogenic to polygenic obesity: recent advanc-
es. eur child adolesc Psychiatry 2010;19:297-310.
11. Pigeyre M, Yazdi FT, Kaur Y, Meyre D. recent progress in genetics, epigenetics and metag-
enomics unveils the pathophysiology of human obesity. clin Sci (lond) 2016;130:943-86.
12. Marti a, Martinez-González Ma, Martinez Ja. interaction between genes and lifestyle fac-
tors on obesity. Proc nutr Soc 2008;67:1-8.
13. Pérusse l, chagnon Yc, Bouchard c. etiology of Massive Obesity: role of Genetic Factors. 
World Journal of Surgery 199822:907-12.
14. Tang l, Ye H, Hong Q, et al. Meta-analyses between 18 candidate genetic markers and 
overweight/obesity. Diagn Pathol 2014;9:56.
15. naukkarinen J, rissanen a, Kaprio J, Pietiläinen KH. causes and consequences of obesity: 
The contribution of recent twin studies. int J Obes (lond) 2011;36:1017-24.
16. Maffeis c. aetiology of overweight and obesity in children and adolescents. eur J Pediatr 
2000;159:35-44.
17. Silventoinen K, Rokholm B, Kaprio J, Sørensen TIA. The genetic and environmental influ-
ences on childhood obesity: a systematic review of twin and adoption studies. int J Obes 
(lond) 2009;34:29-40.
18. Srivastava a, Srivastava n, Mittal B. Genetics of Obesity. indian Journal of clinical Bio-
chemistry. 2015;31:361-71.
19. Caprio S, Daniels SR, Drewnowski A, et al. Influence of Race, Ethnicity, and Culture on 
childhood Obesity: implications for Prevention and Treatment: a consensus statement of 
Shaping americas Health and the Obesity Society. Diabetes care 2008;31:2211-21.
20. Yazdi FT, clee SM, Meyre D. Obesity genetics in mouse and human: Back and forth, and 
back again. PeerJ 2015;3:e856.
21. Wang K, chen X, Ward Sc, et al. cYP2a6 is associated with obesity: Studies in human 
samples and a high diet mouse model. int J Obes (lond) 2018.
22. Mathes WF, Kelly SA, Pomp D. Advances in comparative genetics: influence of genetics on 
obesity. Br J nutr 2011;106:1-10.
23. Kleinert M, clemmensen c, Hofmann SM, et al. animal models of obesity and diabetes 
mellitus. nat rev endocrinol 2018;14:140-62.
24. couturier c, Sarkis c, Seron K, et al. Silencing of OB-rGrP in mouse hypothalamus arcu-
ate nucleus increases leptin receptor signaling and prevents diet-induced obesity. Proc natl 
acad Sci U S a 2007;104:19476-81.
25. noben-Trauth K, naggert JK, north Ma, nishina PM. a candidate gene for the mouse mu-
tation tubby. letter 1996;380:534-38.
26. reed Dr, Bachmanov aa, Beauchamp GK, Tordoff MG, Price ra. Heritable Variation in 
Food Preferences and Their contribution to Obesity. Behav Genet 1997;27:373-84.
27. Heber D, Carpenter CL. Addictive Genes and the Relationship to Obesity and Inflammation. 
Mol neurobiol 2011;44:160-5.
28. Wang Y, Wang a, Donovan SM, Teran-Garcia M, STrOnG Kids research Team. individ-
ual Genetic Variations related to Satiety and appetite control increase risk of Obesity in 
Preschool-age children in the STrOnG Kids Program. Hum Hered 2013;75:152-9.
29. Faith MS, Johnson Sl, allison DB. Putting the Behavior into the Behavior Genetics of Obe-
sity. Behav Genet 1997;27:423-39.
30. Budnik a, Henneberg M. Worldwide increase of Obesity is related to the reduced Oppor-
tunity for natural Selection. Plos One 2017;12:e0170098.
31. Yang X, Deignan Jl, Qi H, et al. Validation of candidate causal genes for obesity that affect 
shared metabolic pathways and networks. nat Genet 2009;41:415-23.
32. cardinelli cS, Sala Pc, alves cc, Torrinhas rS, Waitzberg Dl. Influence of Intestinal Micro-
biota on Body Weight Gain: a narrative review of the literature. Obes Surg 2014;25:346-
53.
Volume 1 | Issue 2
SCIOL Genet Sci 2018;1:49-55
Copyright: © 2018
The Author(s).
PEN ACCESS
Original articleiSSn: 2631-407X |
• Page 55 of 55 •
33. lu P, Sodhi cP, Yamaguchi Y, et al. intestinal epithelial Toll-like receptor 4 prevents meta-
bolic syndrome by regulating interactions between microbes and intestinal epithelial cells in 
mice. Mucosal immunol 2018;11:727-40.
34. Faith MS, Rha SS, Neale MC, Allison DB. Evidence for Genetic Influences on Human 
energy intake: results from a Twin Study Using Measured Observations. Behav Genet 
1999;29:145-54.
35. Pan WW, Myers MG. leptin and the maintenance eof elevated body weight. nature re-
views neuroscience 2018;19:95-105.
36. Martínez-Hernández a, enríquez l, Moreno-Moreno MJ, Martí a. Genetics of obesity. Pub-
lic Health nutrition 2007;10:1138-44.
37. Goncalves JPl, Palmer D, Meldal M. Mc4r agonistis: Structural Overview on antiobesity 
Therapeutics. Trends Pharmacol Sci 2018;39:402-23.
38. Mitchell GA. Genetics, physiology and perinatal influences in childhood obesity: view from 
the chair. int J Obes (lond) 2009;33:541-7.
39. lorenzo Dn, Bennett V. cell-autonomous adiposity through increased cell surface GlUT4 
due to ankyrin-B deficiency. Proc Natl Acad Sci U S A 2017;48:12743-8.
